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EXAMINER'S AMENDMENT 
Ad examiner's amendment to the record appears below. Should the changes end/or 
.Ml*- be unacceptable .» applicant, an -* <~ «- - provided by 37 CFR 

,.3,2. To ensure consideration of such an amendment it MUST be submitted no to*.**- 

payment of the issue fee. 

Authorization forthis examiner's amendment was given in atelephone Int^ie* «i«t 

xxx on xxx. 

The application has been amended as follows; 



]t» the specification: 

a, page 38. line 13, after "CKensi! e, 1. 1991)". the following was added: 

Co^el, chopped Q. saponaria ba* .approximately 1 cm *- 

C^i^oajd^^^ 

•Qc^wa^m^^ 

..^ was rettcteo on ^•aMiJt -"' ™" T ° 8 i ^ 

2£S j^cidJn JSSj er^^ 
S.oJarUaG.SOir^^ 

^d JsflBr4H4 _ - _ J _*^^ 
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^ a«««d * absorbance at214nmweie W * — *— * * »~ - « 

. n5 ., lis de f, B ed ihe adivant active reverse phase HPLC 
j-^jj m* " i »/- TFA in acetonitrile. QS-21 is deimeo as 

fraction 21 from Q. Saponaria bark extract. 



In the claims: 

Claim 109 was canceled. 



Claim 100 A composition which comprises: 

a) a conjugate of (i) a GM2 ox a GD2 ganglioside 
derivative [which comprises an unaltered oligosaccharide part and an altered ecramide portion 
comprising a, altered sphingosine base], whe I ein J h^GM^ 
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UrnpetHemocyanin,*^^^ 

<» «.*ble amine bond hr- — ^ carbon ofjhe 
, hr y^ n ^ T .impel Hemoc yamn by a sta bje. aT.nue d 

~~~ fthe e anuBolysyl group of Keyhole Limpet Heiiiocyanm; 

sphingosine base and the nitrogen oi the e-armnoiy y gx 

b)Q S-21l, a saponin derivable from thebaxkof a^illaja 

saponaria Molina tree]; and 

- c) a pharmacentically acceptable carrier, 

wherein the amount of the conjugated GM2oxGD2 

^dedenvanve.an^^ 

^ Q^l is an amount be^een about 10 u g and abon, 200 u g , and the CM2 o, CD2: 

. . , „-,nn i to 1400:1. the relative amonnts of s»cn 
Keyhole Lin>pe.Hemocyo n m molar ia«o. S from 200.1 to 1400.1. 

[whereia m tbe coajagate the gmglioside deriv«.ve .s 

w« toM ^^■«^* rf *■* ,, ' ,,,, ** ,- " 

Hemocyanin, wherein the C-4 carbon is present io a CH2 groupV 

' , ,„ The composition of 1 00 wherein the amonn, of the tsaponin] 

Claim I iu. 

OS-21 is about 200 \ig- 

Claim 112 The composition of claim 100 which comprises: 
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a)aconjugatcof(i)aGM2oraGD2gangliosidc 
derivative (which a. oiigosaccharide par, - ceratrude portion . 

comprising a, a>,ered sphingosiue base,, . .hnW. Hr ^ otGD2 . p^ lMfcAtoltefcl. 
GM2 or GD2 ganglioside deaved with ozone, -d w*»i. - «*e» «~P *» * 

.^, r ,^..«.l ' r— and (ii) Keyho.e 

Limpet Hemocvnnin!;) wh^in th. 0M7 or GD2 gnngiio^ HPrivntiv, is covr,.entrv bound to 

, i™e, Her- Y-- - • »""' h ^ ^ ^ * ** 
opW ^hie base ™* "^hr » ™» P " rKevhoie ^ ^ ^ 

b) QS-211, a saponin derivable ftom the baik of a Quillaja ; 

saponaria Molina tree]; and 

c) a pharmaceuticolry acceptable carrier, 
wherein the amount of the conjugated GM2 or GD2 

ganglioside denvadve is an a,«ou«l between about i W a»d aboul200 Ibe axnou* ofllbe 
saponin] OS^ is about 100 ug and the GM2 or GD2 : Keyhole Limpet I lemocyanin molar ratio 
is from 200:1 to 1400:1 , the relative amounts of such conjugate and [such saponin] QJv*± - 
effective to stimulate or enhance production in a subject of an antibody to GM2 and GD2, which 

ever is present as a derivative iri the conjugate!,] 

[wherein in the conjugate the ganBlioside derivative is 

cova,.«ry bound to the derivative of Keynoie Limpet Hemocvanin by a st.b.e amine bond 
between the C-4 carbon of the aitcrcd sphingosinc base of the ahcrcd ccramidc portion of the 
nangiioside derivative and the nitrogen of the e-atninolysyl group of Keyhoie Limpet " 
Hemocyanin, wherein the C-4 carbon is present in a CH, group]. 
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Ciaimll4 . ArncthodofstimulatingoTCuhancingproductionofan 
antibody directed to GM2 or GD2 in a subject which comprises administering to the subject an 

effective amount of a composition which comprises: 

a) a conjugate of (i) a GM2 or a GD2 ganglioside 
derisive [which comprises an unaltered oligosaccharide par, and an altered ceramide portion 
comprising an altered sphingosine base], w il e I ein J h*G^^ 
GM2^rGD2^^^ 

fce G4 position of the sphingosine portion of the GM2 or GD2 ganglioside., and (ii) Keyhole ; 
Umpetllemocyanin[;Lw^^ 

^^^^ hv a sinhle amine bond hetw.eenjh^^^ 

gmj ^^ of the .-aminolvsy, .go^^ .im pet Hemocyanin ; 

b) QS-2 a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmaceutical ly acceptable carrier, 
wherein the amount of the conjugated GM2otGD2 

ganglioside derivative is an amount between about l ^g and about 200 Hg, the amount of [the 
saponin] QS^l is an amount between about 10 » and about 200 W and the GM2 or GD2: 
Keyhole Limpet Hemocyanin molar ratio is from 200:1 to 1400:1 , the Native amounts of such 
conjugate and [such saponin] QJL21 is effective to stimulate or enhance production in a subject 
of an antibody to GM2 and GD2, which ever is present as a derivative in the conjugate^ 

wherein in the conjugate the ganglioside derivative is 

covalently bound to the derivative of Keyhole Limpet Hemocyanin by a stable amine bond 
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between the carbon of the altered sphingosinc b*sc of the altered ccramidc portioB of the 
ganglioside derivative and the nitrogen of the e-aminolysyl group of Keyhole Limpet 
Hemocyanin, wherein the C-4 carbon is present in a CH 2 group], so as to thereby stimulate or 
enhance production of |the antibody! antibodies to GM2 and GL>2 in the subject, whichever is 
piesent as a derivative in the conjugate. 

Claimll5. A method of treating a human subject having cancer which 

comprises adminislering U> the subject an effective cancer- bating amount of a composition 
which comprises: 

a) a conjugate of (i) a GM2 or a GD2 ganglioside 
derivative [which comprises an unaltered oligosaccharide part and an altered ceramide portion t 
comprising an altered sphingosine base], wherein the GM2 or GD? P.n P Hoside derivative is a 
GM2 or GD2 ganglioside cleaved with ozone, and wherein an aldehyde * on p is introduced at 
L OA ^sition of the ^posine portion of the GM7 or GD2 ganslioside, and (ii) Keyhole 
T.imiH , TTi mnj — •-[•] — ^ ™? «D2 ^Hoside derivative is covaleM lyjH>undto 
^ Kevhole Limne t »~™cv.,r.in bv a stable .mine bond between the C-4 carbon of the 
s „hin POS ine base — ^ ^trooen of th e , - aminoly syl group of Ke yhole T .impet Hemocyanin -, 

b) QS-2 1 [, a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier, 
wherein the amount of the conjugated GM 2 or GD 2, 

ganglioside derivative is an amount between about 1 ug and about 200 ug, the amount of [the 
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saponin] QSr?J_ is an amount between about 10 fig and about 200 ugandthcGM2 or GD2: - - 
Ko*o,e Litnpe, Hemocyanin ntOar xauo is fton, 200:1 to HO*.. - —v. amount of sue* 
eciuaate and [such saponin, fl*41 is effective to snn.ui.te or enha.ee production h, a sub^ 
„ f an antibody to GM2 and GD2, which eve, is present as a derivative in the ccjugate,, 

wherein in the eonntgate the ganglioside derivative i« 

covaienriy bound to the derivative ofKeybo.o Limpet Hcxnocyann. by a stabie amine bond 

g ,u ls ,io»ide derivative and the nitrogen of the «, unoiysy. group ofKeyhoie Linrp* 
Hemocvaniu, where* the C-4 carbon is present in a CH 2 group,, so as to thereby stHnuiate or 
enhance production or„he antibody, anjibodi^to GM2 and CD2 in the subject, whichever is 
present as a derivative in the conjugate. 

Claiml2S. ^mtibod^f^^A,^^^*^^^^ 
[saponin] QS^l are mixed on theday of adnnnistration to the subject. 



